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The MAILING DATE f this communicati n appears on the cover sheet with the c rrespondence address 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^ Responsive to communication(s) filed on 09 October 2003 . 
2a)D This action is FINAL. 2b)E3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-16 and 33-36 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) E3 Claim(s) 1-6.8-16 and 33-36 is/are rejected. 

7) 13 Claim(s) 7 is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121 (d). 
11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
Priority under 35 U.S.C. §§ 119 and 120 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)D All b)Q Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.D Certified copies of the priority documents have been received in Application No. . 

3-D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

13) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application) 

since a specific reference was included in the first sentence of the specification or in an Application Data Sheet. 



37 CFR 1.7ST" : 

a) D The translation of the foreign language provisional application has been received. 

14)D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 since a specific 
reference was included in the first sentence of the specification or in an Application Data Sheet. 37 CFR 1 .78. 
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DETAILED ACTION 

1. The rejection of claims 1-16 and 33-36 under 35 U.S.C. 103(a) as being unpatentable 
over Cook (US Patent 5,212,295) in view of Barany et al. (US 5,852,168) and Eleuteri et al. 
(WO-99-664433-A1), is withdrawn in response to Applicant's amendment. 

Claim Rejections - 35 USC § 112 

2. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

3. Claims 1-6, 8-16, and 33-36 are rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. (Written Description). 

The instant claims are drawn to methods for preparing an internucleotide 
phosphorothioate linkage enriched in the Sp enantiomer between a synthon having a hydroxyl 
moiety at the 5' position and a 2 '-substituted nucleoside having a phosphoramidite at the 3'- 
position comprising selecting a coupling agent having a pKa ranging from about 3.3 to about 4.5 
and coupling said synthon to said 2 5 -substituted nucleoside in the presence of said coupling 
agent. The method requires the use of an "agent" having a pKa ranging from about 3.3 to about 
4.5, wherein said agent functions to couple a synthon to a 2 '-substituted nucleoside in the 
presence of said coupling agent. However, Applicant's specification provides only example of a 
coupling agent that has a pKa ranging from about 3.3 to about 4.5, wherein said agent was 
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capable of functioning as a coupling agent to couple a synthon to a 2 5 -substituted nucleoside. 
Applicants have described the genus of preferred agents that are useful in this method by 
function, and have provided only one species, namely, 5-(ethylthio)-l//-tetrazole as 
representative of this genus. It is noted, that this particular species of coupling agent was 
identified by experimentation, see Table 10 of the specification as filed, starting at page 26. 
However, it is unclear how one of skill in the art would be able to predict the structures of the 
broad genus of coupling agents that are useful in the methods of the claimed invention. 

See the January 5, 2001 (Vol. 66, No. 4, pages 1099-1111) Federal Register for the 
Guidelines for Examination of Patent Applications Under the 35 USC 112 f 1, "Written 
Description" Requirement. These guidelines state: "[T]o satisfy the written description 
requirement, a patent specification must describe the claimed invention in sufficient detail that 
one skilled in the art can reasonably conclude that the inventor had possession of the claimed 
invention. An applicant shows possession of the claimed invention by describing the claimed 
invention with all of its limitations using such descriptive means as words, structures, figures, 
diagrams, and formulas that fully set forth the claimed invention. Possession may be shown in a 
variety of ways including description of an actual reduction to practice, or by showing that the 
invention was "ready for patenting" such as by the disclosure of drawings or structural chemical 
formulas that show that the invention was complete, or by describing distinguishing identifying 
characteristics sufficient to show that applicant was in possession of the claimed invention." 

As stated above, Applicant shows possession by descriptive means, such as words, 
structures, figures, etc. In the instant case, Applicants provide a description of the coupling 
agent that is an essential element in the claimed method for preparing an internucleotide 
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phosphorothioate linkage, by function only. According to the requirements for Written 
Description, as described above, with the exception of 5-(ethylthio)-l-//-tetrazole, Applicants 
have not provided an appropriate description of the full scope of "coupling agents" that are 
encompassed by the instant claims. Apart from experimentation, one of skilled in the art would 
not be able to predict the structures of the full scope of compounds that are useful in the claimed 
invention. Therefore, Applicants were not in possession of the full scope of the coupling agents 
used in the methods of the claimed invention, at the time of filing of the instant application. 

Conclusion 

4. Claim 7 is objected to as being dependent upon a rejected base claim, but would be 
allowable if rewritten in independent form including all of the limitations of the base claim and 
any intervening claims. 
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5. 



Any inquiry concerning this communication or earlier communications from the 



examiner should be directed to Janet L. Epps-Ford, Ph.D. whose telephone number is 703-308- 
8883. The examiner can normally be reached on Monday-Thursday, 8:30 AM - 6:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, John L. LeGuyader can be reached on 703-308-0447. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-872-9306 for regular 
communications and 703-872-9307 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone numbepis 703-308-0196. 




JLE 

December 23, 2003 



